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that only recently has ISHAGE reached 
a consensus on the quantitanonof CD34‘ 
ceils, or actuailv approved Standards For 
HSC processing. It had become apparent 
early on that the Field was advancing at 
an acceletatea pace: bone marrow - long 
considerea the only true stem cell source- 
was being supplanted, in many instances 
by PBSC products. 

Unfortunately, the U.S. regulatory 
process for biologies has only recently 
improved its efficiency. Therefore. 
CellPro and the FDA were committed 
to a trial that wouid have less clinical 
impact than was originally expected. 
The experimental arm of this phase ill 
randomized trial in advanced breast 
cancer investigated the ability of CD34- 
selected marrow to reduce the int'usional 
toxicities i bv virtue of its smailer volumes 
and cell numbers) of ervopreserved 
marrow without compromising 
engraftment. 

During the same time period, most of 
the principal investigacor sponsored 
studies (IDE's) using CD34* selection 
devices employed PBSC or allogeneic 
marrow as the source of CD34 - ceils. It 
should be noted, however, that untti 
triiincage engraftment was demon- 
strated first in primates and later in the 
first phase I/II trials using CD34 - 
selected mattow, no one was absolutely 
certain that these positively selected 
cells contained the elusive stem cells. 
By the time of the final FDA review in 
February. 1996, most of the trial’s 
conclusions seemed inconsequential 
compared co the large amount of 
promising data being generated on other 
investigational studies using this and 
other corporations’ stem cell selection 
devices. The CEPRATE* device was 
also being marketed in Europe and 
Canada. 

Thus, in making the unanimous 
recommendation for approval, the 
FDA’s Biological Response Modifiers 
Advisory Committee emphasized that 
the device should be approved based on 
its future potential in gene therapy, 
tumor cell purging, and use wich 
alternative seem cell sources in addition 
to the study that lay before them. This 
was a milestone in the field of 
hematotherapy, but also posed serious 
questions related to the designs used for 
future graft engineering trials. 


Impact on the Field 

CellPro Lnc. is currently selling the 
disposable CEPRATE’ kits for 
34,325.00 US. while the computerized 
CD34‘ selection system can be 
purchased for slightly under $25,000 or 
leased through various contract 
arrangements. 

The approved indication is in 
autologous BMT. There is a high 
probability that this indication will be 
under-utilized. 

Off-label use by physicians (which is 
not regulated by the FDA in a manner 
similar to investigational devices) will 
probab Iv account for the majority of sales 
in the US. Many devices will 
undoubtedly be used in conjunction wich 
cooperative i ECOC. SWOG. POG etc.) 
or corporate PBSC trials. 

Outside of these settings, they will 
be closeiv scrutinized by health care 
provider organizations and the native 
institution. Discussions with the FDA 
suggesc that mosc IDEs submitted for 
CD34- selection of autologous marrow 
of PBSC will receive little or no scrutiny. 
However the FDA will probablv 
concentrate on the efficacy and safety of 
those CD34- selection protocols utilizing 
allogeneic ot unrelated marrow. PBSC 
or cord blood as the stem cell source. 

Significant advances have already 
been made on several investigational 
studies using CD34' selection for T ceil 
depletion in allogeneic, unrelated and 
in ucero BMT. tumor cell purging and 
ex-vi vo expansion of PBSC harvests and 
in providing enriched stem cell 
preparations for gene therapy. 

CellPro has also expanded its 
positive selection core technology. 
Clinical trials arc underway using a 
new column which further depletes T 
ceils from allogeneic PBSC grafts to 
reduce the incidence of GVHD. Both 
CD4 and CD8 columns ate also 
entering preciinical investigation fot 
post-transplant immunotherapy 
applications. The eventual offerings 
for positive selection arc limited only 
by the number of antigenic 
determinants. Combination with 
negative selection is also feasible. 

The FDA. CellPro. and the many 
investigators conducting the CD34* 
selection trials should take satisfaction 
in knowing that they have significantly 
advanced the Field of hematotherapy 


and helped to lav the ground work for 
its future regulation jnri development. 

Stephen J. Noga. MD. PhD 
The Johns Hopkins Oncology Center 


2nd Annual Short 
Course on 
Cell Culture and 
Separations for Cell and 
Gene Therapies 


Northwestern University I 
Evanston (Chicago Area), * 
Illinois. USA 
June 24-27. 1997 

This advanced short course will 
systematically examine cell culture 
and separation issues, methods and 
i challenges in the cc vivo expansion 
of human cells and the production of 
. vectors for cell and gene therapy 
; applications. From basic scientific 
i issues to device development, GMP 
! and regulatory aspects, all topics are 
j examined in depth by Northwestern 
I faculty and leading scientists. The 
> course is intended for scientists with 
! either biological, bioengineering or 
: M.D. naming. Sponsored by the 
: Northwestern U nivetsity Center fot 
j Biotechnology: this is an ISHAGE 
J affiliated meeting. 

For further information, please 
i contact; 

| Professor E. Terry Papoutsakis 
do Kathryn Doren 
Dept, of Chemical Engineering 
Northwestern University 
2145 Sheridan Road 
Evanston, IL 60208-3120 USA 
Phone: (847) 491-2774 
Fax: (847) 491-3728 
Email: ceil_therapies@chem- 
eng.nwu.edu 

$100 discount for ISHAGE 
members 

Please provide proof of 
membership upon registration 
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